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Reply to R equest for Information (Paper No. IS) 

In reply to the Office Communication dated September 23, 2002 (Paper No. 38), 
applicants submit the Mowing answers to the information request. Applicants submit mat this 
is a complete and/or good faith effort to completely reply to the request for information. 
Furthermore, applicants submit that this request for information is unnecessary and request that it. 
be withdrawn. Applicants have previously submitted reasons why the request is unnecessary but 
have not received a response from the Patent Office. 



REQUEST FOR EXTENSION nr T^rv. 
As permitted under 37 C.F.R.§ 1.136(a) and specifically allowed in Paper No. 38, 
Applicants request a fouwnonth extension of time to respond to the Communication mailed 
September 23, 2002 (Paper No. 38). Accordingly, the time for response is extended up to and 
including February 23, 2003. A payment form covering the required extension of time fee is 
enclosed In the event that any variance exists between the amount enclosed and the fees 
required by the US. Patent and Trademark Office, please charge or credit the variance to the 
undersigned's Deposit Account No. 50-1 129. Hie Commissioner is hereby authorized to charge 
any fee required to keep this application pending and not accounted for, including the extension 
of time fee, to Deposit Account No. 50-1 129. 
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RESPONSE T O COMMUNICATION 
The Examiner asserted that the response filed May 23, 2002, was not fully responsive. . 
Applicants disagree. However, to avoid abandonment, applicants submit the following in 
response to the Examiner's questions regarding the adenovirus discussed in the Sc/ence 
publication. 

Applicants respectfully note that the format in which the requests from the Examiner 
were presented in Paper No. 38 was not specific or straightforward requests, ^formation was 
requested in the statement "No attempt whs made to state on the record whether the E2, E4, or 
L1.L4 genes were nonfunctional, whether the adenovirus comprised an ITR and a sequence 
permitting encapsulation, or whether the adenovirus was type Ad 2 or Ad 5" (see Paper No. 38) 
The only adenovirus the Examiner could be referring to is the Ad.RSVbgal vector of Le Gal La 
Salle (Science 259:988-990). This is the vector discussed in the paper and the vector previously 
discussed in the response filed May 23, 2002. 

Applicants' response addresses each of the specific topics where, allegedly, no attempt 
was made to state information on the record. Applicants also enclose a detailed response 
discussing the origin of the Ad.RSVbgal vector sequences, their availability, and the Ad gene 
deletions contained in that vector. 

A representative of the assignee asked a co-author of die Science publication the 
following questions, and the answers, translated answers, and additional comments appear after 
each. . 

Request: The Examiner asks whether the E2, E4, or L1-L5 genes were nonfunctional [in 
the adenovirus of Le Gal La Salle Science paper]. 

Answer: The virus used in Le Gal La Salle's article (Science, 259: 988-990, 1993) had the 
El and E3 genes deleted. LacZ was inserted into the El region. The E3 deletion originated from 
the Ad5 recranbinant adenoviruses of Thimmappaya et al. (Cell vol. 31, p. 543, 1982, copy 
enclosed). More specifically, the Ad.RS Vbgal adenovirus is derived from Ad dl327, which is 
derived from the dl324 specifically n ted in Thimmappaya, and thus these two viruses carry the 
same E3 deletion. The nly difference between Ad dl327 and Ad dl324 is that Ad dl327 is not 
deleted f r El whereas Ad d!324 is. To my knowledge, the construction of Ad d!327 has not 
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been reported in the literature. This is the reason why we refer t the paper f Thirnmappayato 
describe our Ad.RSVbgal vector. 

The E3 deletion noted in Thirnmappaya corresponds to (he 28591-30474 Xbal fragment 
of Ad5 (see page 549 of Thirnmappaya, first column under "Plasmids, Viruses, Cells and 
Enzymes"), which is the fragment deleted in the AdRSVbgal vector of Le Gal La Salle. TheE2, 
E4 and L1-L5 genes were not deleted in the virus used in Le Gal La Salle's article, 

Thirnmappaya notes that the El and E3 deleted adenoviral vectors "grow normally on 
293 cells, which contain and express Aie early region 1 segment that they lack" (see page 549, 
top of second column). The sane is true of the El and E3 deleted adenovirus vectors of Le CJal 
La Salle. This indicates that with the El region complemented by the 293 cells, the adenoviruses 
contain functional genes for normal viral growth. Accordingly, the E2, E4 and L1-L5 genes are 
functional in the adenovirus vectors of Le Gal La Salle: In the absence of El or the 
complementation by 293 cells, however, the transcription of these genes is strongly inhibited. 

Applicants also note the specification at page 9, where the applicants discuss the 
defective recombinant adenoviruses contain non-functional El gene and at least one of E2, E4 
and L1-L5 genes in. the particularly preferred embodiment of the invention (page 9, lines 18-19) 
The adenoviral vectors of Le Gal U Salle differ when comparing the same set of genes because 
of at least the fact that the vectors of Le Gal La Salle possess only a deleted or non-functional El 
gene. 

Request: The Examiner asks whether the adenovirus [of Le Gal La Salle] contained an ITR. 
Answer: The adenovirus contained one ITR on each extremity. 

Request: The Examiner asks whether the adenovirus [of Le Gal La Salle] contained a 
sequence permitting encapsulation, 

Answer: The virus contained a sequence permitting encapsulation. 

Request: The Examiner asks whether the adenovirus [of Le Gal La Salle] was type Ad 2 or 
Ad 5. 

Answer: The virus was Ad5. 
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Applicants believe that the requests listed above constitute the only information requested 
from them. These requests have been restated from Paper No. 3 8 for clarity and completeness 
. If the Examiner was asking for additional information that is not represented by the above 
requests, please call the undersigned to clarify. Applicants have made a good faith reply to the 
request for information. In conjunction with the response filed May 23 . 2002, Applicants have 
completely responded to the Request for Information. 

Applicants have provided for a four-month extension. No additional extension of time 
fees, requests for extension of time, petitions, or additional claim fees are believed to be 
necessary to enter and consider this paper. If, however, any petitions or extensions of time are 
required or any fees are due in order to enter or consider this paper or enter or consider any paper 
accompa*ying this paper, including fees for net addition of claims, applicants hereby request any 
extensions or petitions necessary and the Commissioner is hereby authorized to charge our 
Deposit Account #50-1 129 for any fees. 

Respectfully submitted, 
Wiley Rein & Fielding llp 



Date: -Jwmr^Tm By: ^Wt Tv J)U 

David\^ul£ Reg, No. 36,576 

Enclosure: Thimmappaya et al. paper 



Wiley Rein & Fielding llp 
Attn: Patent Administration 
1776 K Street, N.W. 
Washington, p.C. 20006 
Telephone: 202.719-7000 
Facsimile: 202.719-7049 



WRFMAIN 11 914fi7.1 



4 



